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1 

c-e ThB-2mmmBmzf^mm\zRf5^'r^z.ii^ 

i^at-rSRc-e r bB-2^/i'D-:^;l/$i«:<. 
[W*3S3] /W:/'J H-VGFD-OA-p 1 8 5- 10 
1 (ISIWM^^I 2 2 0 6^) T7*5«*JS2IS«<0 

[0 0 0 1] 

«;^S?)lcttc-e r bB-2MaseKfc*tTS^:/i' 
[0 0 0 21 

»c^€.T*«Si5t#tt-r^s rest, ffllBliSRa 

(!(i:a!5^Pv'>+:J— ±SiBi«a^gH^ (ep 
Iderraal growth factor, EG 
F) tg[E OF tg^Kf 5Se 
H^n-H-r^HmeTtUTm^a^fnfcc - e r 
bB - 2fie? [Yaraamoto. T. , et. a 40 
1. . Nature, 3 1 9 . 230-234 (198 

6) ] ©ffi]ee^s«jT»2.p 1 8 Bse^'tt, a^© 
b vmmm\z^^^x^m&f-(Dmmt.m^&'fMm<r> 

i^»S*J^*^nTfcD, !|$JcK«S*t!S«fi®c-e 
r bB-23ie^©JS*i*tg»^nTVi-5. *fc, CI© 
c - e r b B - 2 fflg^F©lSi|iigSd^ ^©jSJS, If fc 

%%(D^^tm'^mm^7m-^Lim\zn.^^mi-^ixx 

[S 1 amon, D. J. , e t a i. , Sc 1 
enc e. 2 35. 1 7 7-182 (1 987)]. 
[0 0 0 3] c - e r bB-2jie?'tt. -fe^AStJ: 50 



1$H¥7-5 9 5 88 

2 

•3 E G F l^-lr y^-jie^ tS<H©«jgS^t3fie? t 
LT^asn [S emb a. K, . e t a I. , P r 
oc. Natl. Acad. Sci. U. S. A. .8. 
2. 6497-6501 (198 5)], N*«8©i/i^ 

ir)v^=^'■:/Y\zm<mm^^Y:f^■1y^z\■i.. 2^r0f©->x 
x'^>^cg^fcll«^*t^bt), *fcEGFW-fe:/^'-to 
75>'Sffi?«j©fflHtt*«4 4 36t^<, mmoi^ffif 
-©iefrsuTv^sts^JtenTViS. g[5te?©«Big& 

H -f > ttg«I©+:^— tr H -f > t C 5^®©Mffll H 
^^-f >t<fcOa:0. W#tt75y|tE?>»V>T. EG 
F l^±-:fiS'-<D^i—M \':^-( >t8 2 Si ©iSSV^ffil^tt 
m«ttffligttJ::-€-3 2%t^-^fiVi*i, C5fe« 
jfi<©=^^:>— tfettMfflicast#^^n^3i@®5"D 
^n^nEGFic^isT^iittt^s^n 

X^^^o Sfc, c-e r bB-2»G^tt9-f>A*-i' 
e.®i)-Sil/&72; h®3S3ie^n e u [Bargman 
n, C. I.,et al.. Nature, 3 19. 
226-230 (1 98 6)] tnnm^M<. Wyv 
hKctelt-5neutbMc45tt^c-e r bB-2t 

tt. i^i;ae?s:mL-TVi5>t>®ti^si^En)t, 

c-e r bB-2tt5^^a*n 8 5 k d®;*:^^?®#S 

^is.^yn':;m.t.\yXMA^n. 75/ii®— s^Mig*^ 

e^SSnfc^^FSl 4 Okd ±0*^/3:0 :^€?ViC:tA> 
»®®iK^bfc5'>/ti^H-C»5<hit)£$nft [A 
k 1 y am a, T. ,et al., Science, 
2 3 2. 1 644-1646 (1 98 6)]. -tl/T, 
Z.<D^>n^mtmi!^n\Z^^^X. 5^i^D>IC#SW. 

[0 0 0 4] c-e rbB-2©SStS§Jgtt (h^^ 
X7*-All) lc:3t»Ttt, h©neufi&P©h 

7>x7*-Aett*«, jffl]Si^Sja®«fcfc/e— p©^ 

®#Sn-5 «>©•?»«) c:t*^?g&*Wrja:D [Bargm 
ann. C. I. , e t. a 1 . . Cell. j45., 6 
49-65 7 (1 9 8 6)], Jl® c - e r b 

B-2fc*viTfe, ***frr5 6 5 gssrors/Kdvt 

tneuiSe^trafiltC, NIH3T3«e)Bfc«-rsh 
7>X7*-A|B&SI#-r-5i:S©^nTV>5 [D i - 
Flore, P. P. , et al., Scienc 
e, 2 3 7 . 178-182 (1 98 7)]. C 
*Sg©IWffli H^^ y^i<M\ztK^^'±^^t$k\zi.-oX 
■b, tuia©^SJ;Dtt^Vifc©©, iffljah5>X7*- 
Afg?£M#L#^. St:, ±fapS«S*«*#T^^:, c 
-e r bB-2tt<t0ii5^i^7>X7*-Affi^®#t• 
^>^:t*^■r#-5, C:tie)©h5>X7*-A|g*S^L 
li-rnfec-e r bB-2i5'>/ti?M®9^0 
>Kfl:Si4*«-h#bT*5 0 [S e g a t to, 
O. ,et al.,Mol. Cell. Biol., 
8., 5570-5574 (198 8)], c-erbB 
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(3) 

3 

[0 0 0 5] ViS-:3®?Stt{btbTtt, ite^OigilS 

*^#K.^ns. ;io^tov^T», sv4o:/P^-3' 

-t-^ifilifcc-e r bB-2a, NlH3T3*h7 
>X7*-A-r5S14S^fc;a:Vi*^ NIH3T3«eiia 
*-C^A$nfcSV4 0:^n^-^-t?€?c-e r bB 
- 2 fiG^ u. ^-o^^Siti^-r^ t N I 10 
H3T3M^tt. h^yxy^-AVtcm^^^t^o 

\Zl3ii>, Z.0Zttf^^. c-e r bB-20iiSVi%S 

[D i - F i o r e. p. p. . e t a 1. , S c i 
ence. 2 3 7. 1 7 8-1 82 (1 9 8 7)]. 
[0 0 0 6] c-erbB-20t:hJSt:fett^jte^ 

[Yokota, J. , et al.. Lance 
tj.. 7 6 5- 7 6 7 (1 9 8 5) ] . 5lffitCr)V>T 20 
tt, b haiStajSajfeOSSailSStr. c - e r b B - 

2<DmBiif'mmt)mtf)^n^r.t [King. c. 

R. ,et al.. Science, 2 2 9. 9 7 4 
-9 7 6 (1 9 8 5) :Yamamoto, T. . et 
a 1. . Nature. 3 1 9. 2 30-234 (19 

8 6)] t, 9i^-v}t%m\tm%m&o)i^^^m<D—D-v 

(DM-tX. c-erbB-2 ae?©Ji1@dt^^n, JO 

Vie:t*t^l#!$nTV>2. [Slamon. D. J. , e 
t al.. Science. 235. 177-182 
(198 7) ;Kraus. M. H. . et al.. 
EMBO J. , 6.. 605-610 (1987) ;Z 
bou, D. ,et al.. Cancer Re 
s. , ±7_. 6123-6125 (1 98 7) ;Vij 
er. M. , et al., Mol. Cell. Bio 
1. , 7j_2 0 1 9-2023 (198 7) ;Guer 
in, M. ,et al.,OncogeneRe 40 
s. , 3., 2 1 - 3 1 (1 9 8 8) ; A 1 i. 1. 
U. .et al.,Gene Res.. 3^ 13 9 
-146 (198 8) :Tal,M. , et al.. 
Cancer Res.. 4_8, 1517-1520 

(1 9 8 8)]. 4::mz^\^^xhmm^ifl^mtsi^(om 

h^Tc-e r bB-2ae^©Jg(@i£«^ftU 10^ 

m<om^^^m?:ti:^vrc^m^m^iyX^r). 

[Tsuda. H. .et al.,Canc 50 



it#ra¥7-5 9 5 8 8 

4 

e r R e s. . 4_9, 3104-3108 (198 
9) ] . 

[0 0 0 7] UAL(D^^f3.^^<0<PXiB:^X\i. c-e 
r b B - 2 ^' >/1i/gH»-r-5tt#:-t>^/ ^ a-:?-;i'tlt 

^&m^m\z^-pxm&-f^:^mhm^-^n-D-D$>r) 

[Masuko, T. , etal., Jpn. J. Ca 
n c e r Res., 8_0, 10-14 (198 
9) jYamada, Y. , et al.. Jpn. 
J. Cancer Res., 8 0 , 1192-119 
8 (1 9 8 9)]. c-e r bB-2JS)tefSfeSrK 
m-?>^i^tVX'h. 0iR«c-e r bB-2ae^<D 

cmmmmiSiWi-r^t-')i7ti-±)v^i^. pAbi 

(T48 8 1) [hU h^AW^tit-fX^XttU (Tr 
Iton Bioscience Inc. ;Al am 
eda, CA) ] -^^ tfH;*-<>*^-r5)l«'J 

(Oncogene Science Inc. :Ma 
nhasset. NY) ] ^, c -e r bB- 2©iBlK 
*1-H^'f>SigiJrs^/i'D— :>-;l'St^, SV2-6 
1 T [^.^U-im^^nM (N i t i r a i Co. : 
Tokyo, J a p an) ] l?i&«^5nTt»5o 

[00 08] 

mz%m(o^wit^m\z^\'^x. untHSoaivi 

[0 0 0 9] t haasaaaattcSK-BR 

- 3 (o'^miMx9tm^tdmMm<nmamtymM 

fcJ;Djt^$n, c-e r bB-2MageRJC«pSW 
lcfil&-rsStc-e r bB-2^ryi?P-:?-;i'fii#:?&g 

[0 0 10] Hir*58Wtt)S!SS. mz1^.%(r)m^m^0^ 

[0 0 11] ±ffiBW*^^eijtw^^a 

^s^ictt, BfitifrsJimH^u-fe:/^-*^!^^"^ 
^ y ^ n-^)\,wmmni^^'!Lt.-^%m-t.nz. 
t h aswKWT a55SK-BR-3 mws^ ^ ±E*jt 

fr«!et3T*xc-erbB-2^/i7 D-:J-;Vgift5£^5 
[0 0 12] 

[KS&^gt-rsfcje)®?©] *%w(c<tn«, b ha 

t h aJSSSflgi* S K - B R - 3 -C^feig bfc 
DJ^^$nfc>'W:/'J H-v(cJ;t)2i*$nc-e r b 
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( 

5 

[0 0 131 *fc*i2?gt<fcn«> /N-f:/'; H-v*tG 

FD-OA-P18 5-1 (^XBfS^H 1 2 2 0 6 
[0014] c - e r b B - 2||]asa 

[0 0 15] :^^m<D=^/i^O—^}V^i^0&m 
[0 0 16] *5g?3tS#:©®ia«. iEroSDthiSii 

(epidermal growth factor 
receptor ;EGFR) , -OXU >«^fiH'P 
I^^r^^r^— (IGFR) , jfil/h«*3fetfigH^I/-fe:/5' 
— (platelet-derived growth 
factorreceptor)» nnn— fUScH^ 

I'-fe:/^- (csFR) if^t^^^ns. 

[0 0 17] *5g?IStc-e r bB-2^:yi?D— 

Tcib<D-~:ti<Dmmm {f^&mm) thx\t. Mh^mm 
)i&^sK-BR-3ifflK©^^ft;!KiA*fflv^&ns. 
&mm\t. sK-BR-3ifflBa<tDS^«):*«fet;:t!eK 

^. J:J:T?ffl«rie.n^SK-BR- 3»a)©ttiiflIT& 

3> (ATCC) iC^KSnxViS [Have 1. R. 
J., et al., J. Clin. Invest., 
3 4 , 1345-135 3 (1955) . 
[0 0 18] ±ESK-BR-3iMBa©pIm!^S^6^ 

SIJSTSi:: [C«J^«Han f 1 and, 

P. , Chem. Phys. Lipids. 1 5 , 1 0 
5 (197 5) :Hanfland. P. , Chem. 
Phys. Lipids, J_0, 2 0 1 (1 9 7 6) ; 
Kosclelak, J. , Eur. J. Bioche 
m. . 17.. 2 14 (1 9 7 8) . 

[0 0 19] m:fjm\t^ ^t)fi,^ff)\z\t, m^ii±m^ 
^9i<ii3<Dmmmmmmf!& i^umm tom^mm (h 

yb r i doma) S:f^J*U ;:nj;t>c-e r bB- 

2 mmm&m^mwi-r^mmffLi^^^mt^i7-a 



4) #^¥7-59588 

6 

H^'T ^ >3?^ n T h 7 7 ^ - ft ^ v>«:^Dx 
w -tea; 0 mnvTzmmm^t Lxmm-t^ ^ t ^-^m 

TftS. 

[0 0 2 0] ±msA^mm<DSim\z^^^x^&ms. sa 

10 SK-BR-3ai)!aOnI^fl:!^T^fea$n^)«ai& 

mthxyt. i^\zum\tJs.\^ti^. mmk-^\zmm-t^m 

[0 0 2 1] ilHtC^ViTfflti^nsa^tbTft, S 

j;»3atii$nfcgeH (7;^*u-xaai<K), wm^ 

1-6135 QWikW ^0)m\ 7PU 'J t^^)if 

[0 0 2 2] ^fcig^KSitLTtt, a«(Dsas®fp^ 
^ =^r-9— ;k ■7D>v7;i'xt H, ;y;v^-JV7;u5rt 

H, Xi'-»7;i'7'tH, 75^Jp7;Pxt H^OlBlteSs 
S-li-^, CS|^l«N, N' -o-7x::ik>>^TH'5 

'f5 F-ft'&^^j, 7syst5^*-;i/Sts3glSils-&s-a- 

N-tHa^^->Xi'>'><5HXX5^;PS> 75 /at 

40 ^m^Kmzm^^^hn^mk. m^\tn, N-5^->i?D 
75y*;p#i?'f5H, i-x^j]/-3->'-fv:/Dhr 

;l'75/*;V#t HP+^'Xi^v'W 5 HXXx^l'fti^ 
t;, 75/St*;l/iP=^'>S<!:$75KiS^^-B-:5a^ 

gtcp->?7yx":7A7xx;n^sllf©>'7i/x»?A7 
'J >Bl^ta«©'<:/g^ Hig^J^jSSl&K 

50 [0 0 2 3] {ftj^av-^/j^^&finjfctDi^jS-rn 
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(5) #^5^7-59 588 

7 8 

«. ±S^6ffi«iK&^a^t&*-&WJ (PB iggOferoS. a««ifiJC*?j3 0~6 Ow/v3g®SS 

mz9imiiSL^u mt^-wfimi o o~5 o o^gz-^ rjjg-rntfc^o. mao;w:/u H--7*^jg^3n 

MiattTtt. ±fHg»a#roi|i?)3 0^K«aLfcli*lii [0026] ^^ns^Mro/W :/'J H-vro^^Sltt. 

«Ba&^ffl-r-5©*w*uv». ;:;:-c^fc8f*tMtixTffi ffi^©S»J*&ifi. «i9^«HAT^* (b:j?4^-y->g^x 

ffl^n-sasistt. m7i.\t^m]^Mm (fcs) ^*-&ty 75y:;^ij>Ri;5^5v>*^ty«a) xmrnt^^t 

A{*:«ICtt5?SFCS^jDRPMI {:<fc Off iiifcn^. KHAT^^-CO^Sli, BW^-T 
-1 6 4 0«»^lrT^^&, 1 0~1 0 OfgtiSflIU 10 SA-f:/'; H-ven^l-OiHIte (*S*^ifflSa^) *t5E«i- 

[0 0 2 4] m^immtuk^^n^wsnmmi:: \z^^n^, 

bT©«a»i«i©}^gifflBaaaijatuTi4. etic^ao [0 0 2 71 w^«el i s 

a-JrCDfe®, W^tfp 3/X6 3-Ag 8 (X6 3) Afe [Engva 1 1. E. . Me t h. Enzymo 

[Nature, 2 5 6. 4 95-497(197 1., 1_0. 419-439 (198 0)], -^y-^ 

5) ] , p 3/X6 3-Ag 8. U 1 (P 3U1) [C j*, ^i^^'an- (Ou c h 

urrent Topics in Microbio terlony)jfe> 5 A/ Try-fe'f (R I A) 
logy and Immunology, 8_1_. 1 20 ji^O-SSJcJxft:©<^ffltCffiV> ^nTV^SS-* 

-7 (1 9 7 8)], P 3/NS I - 1 -Ag 4- 1 ( fA-l" ::/U H-Tj*i^ / n-t^JUtn;**:] , ficS# 

(NS-1) [Eur. J. Immunol.. 6^5 |fcR&D:/7->i/^ff, ® 3 0 - 5 3H, BSfP 5 7^ 

1 1-5 1 9 (1 9 7 6) ] , Sp2/0-Ag 1 4 3 ^ 5 B#!i) tC^e^^^JSTS^ 

(Sp2/0) [Na ture. 27 6. 269-27 ttfluffi^fcgEfitS*^JfflT^-5). 

0 (1 9 7 8) ] , FO [J. Immunol. Me [0 0 2 8] UT#f.ns c - e r bB- 2MaS 

t h. . 3_5. 1 -2 1 (1 9 8 0) 3 ISF^^y mn^mkt^mm(D=t/ i;u—)r)\,^^-^U^-r^;\ 

lt52 10. RCY3. Agl. 2. 3. (Y3) [N -^tf U H-Vti, a^CD««-p«f^««-r^;itd^T 

a t u r e. 2 7 7. 1 3 1 (1 9 7 9)] ^©#flH €r, Sfc^^f^^S^^Tg^ffiSTS^ t*tTlr«. 

[0 0 2 5] ±ia^feiapiiffliiat}g«a8ii&««ejiatoitt^K 50 a, ka-t:/'; h-v&, -^sctieoTi^^bT-e-©* 

mi.. {dt%o-:^&. m^\i-7-i)Vx^^y^ (Mils «±f»<?:UT#5:&^*-^, A-f^u H-v*;intjs^ 

t e i n) [Method in Enz ymo tt©»^*a«Ii»tCfi-^bTiim5-tir. -ewM^tlxT 

logy, 7_3, 3 (19 8 1)] ^fciptJTff*^ #^:&fe)^Sffl3n*. iSi!i6«©$t«c=£ 

^ffiitjW, #!l;ltt>3?UX5=-^>i/'U3-;i' (PEG) , jSbTViS. $/t±E® 2:rt< bTft^nstam*, 55 

•fe>iS^-f:?'f;i'X (Hvj) ^©i¥«ETfc, a^oD^ffl icitw, yjmmik. ry^-y-^^a-^hif^y^c- 

f^xmrn-^tis mmz\tmzu^fiiim^^^ircib\zi^ ^(om'^o^mizxmmr^z.tii^x^^, 

>^9^;i^x;i'*^'>H^o«i«iS!i€iJJSJc*;i;T^ini-r* [002 91 ^^f^m^mt. cmm^vx. 

zthxt^. Sfc, S^tffla («^a^) t<t-5:^^ &imm. 7y^:^7-^i;u-^Vifyy4~^(r>W^(r> 
^^m%nmr^ c t t>-rf^s. ffesaeiiatj^RaBiSH 40 ^ac o, c - e r b b - 2 

m.wmmmzi^i.x^im^^m 1 ~ 1 o^n&m^^ [ 0 0 3 01 sfc, *»egtt^©f<iffl»'±n«> i^fl^* 

5®*JWa-r?*5. IS-&E*:NF©fe*t UTli, J^Hil <Dc-erbB-2 MSSegS:, ^fegPSJiSCJ; O^fS 

PMi-1 64 0^%, MEM^ffl, -trotenwaMaa •y->:H-i'!:'5'ffii;:<fc^^v*'fA/7y-fe'f (R 

«sfc-«tfijfflsn5*)®*w^-c#. a«iin&« i a) , mm^m&%^ (el i sa) , %mm^. 

sjtt^B&jejfiiifi (FCS) ^®jiii««!}«*fttiT^<® s«ffii¥®^6g^#fe*^^tf^n. ^ne^;^^®^ 

LfcPEG^IK, 0?Att¥l^iHFai 0 0 0~6 0 0 0 50 — lr7 7 a-X^®fi<*^>C*55Wttfls:S:iK-&^-&^*'>. 
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(6) 

9 

Sifij-SliJ, RlSttStl^WAU (Laemral 

ill (SDS-PAGE) *ff;S:5J:tt<J:»3» 

t#SWKK>Srr5 c-erbB-2 HSgeR© 

[0 0 3 1] ±ia^^}*fcisviT«i«:tuTtt. m 

to 0 3 21 *5!?g*i<*:©glS«3»tbTtt, i/;V37 

[» = S] ->Xx-fX ' ^ 1. ' 3 • I, hV^^ 

[Nature, 1 9 4. 4 9 5 (1 9 6 
2) :Acta. Endocrinol. Supp 
1. , 1 6 8. 2 0 6 (1 9 7 2)], 

[0 0 3 3] yfmit^mt. mm^mmmx\t:^^m^ 

-zf. :^-f^x :i!f7Xtf-X, SB, :J«U7*>-;>tg^ 

^^fttt, ^tWie^StUT©v'7m '^r^^Hfe, 
7;p:^r;i/fl:j*, 5g«IKIIIt<fc5a«^iK^ft (5s<S6tmt 

H^&fflti^) . Ug 1 S^SC<fc5fi*ie^S^©^b^ 

»SL<tt4~4 0'Cgg©fiST, Scl^[g]~2 4l^ig 

[0 0 3 4] *^<bT, *^Wfil#:&fflV»ntf, ffiM 
iSfilgC. «^«^*©c-e r bB-2B8iiSaaS 
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JO 

[0 0 3 5] *»A>**^Wtx#*ipJfllLfclSS?SMmc 

[0 0 3 6] imwm-<r>\i Ymmmzm-^mm. 
sttiit Antf, *569ifii{*Jtts K- R B - 3 mm-k 
- 4 3 1 aBB&fc^-r^.ifflifii^^f^ffl *rr«. ^ 

LTWgftTf*t). *5g?gfc<kn«k h&tx^-o^aoiaa 
[0 0 3 7] ifmmmsmt. ±Ety^D-:?-;i.tt 

^t.mz'jmimwsL'mmimmL^'^\yX%mzvi 
\^wm.mi<r>msf!z^^-^n^, jijiT^visnsa 
^*:a:LTtt, gii93nssi^j©ffiffl}^<icis,CT. as 

?iij©v>-rnst>^fflT?€2», wsssnss^Bj^sgtLT 
«, ^ndJfe«^n*«ifii4i^©*^M?£^«wic^*i-^ 
(^!iTfen«j;<, «j5icSij^©@sn?a&t> 
Tfcj;vi*^ asjK»], ffis^j. ajw^©a»?fiH^S8t 

-effs. ±iavi-rn©jgffifcSffi(c«evigisi-c^5. ^ 

fcSJ^I8©S?Wtt. ^©J^fi8t;SUT5g^&S#fi?S. 

«f9;^«a»^j^|g©is?H)-ea»iiSrt. ig^rt, ST, s 

[0 0 3 8] i^wmmM(DWi^Wimmm<3^^H--n 

t.ti--%xn.\^ii\ -'mz\%^mii-t^immi^ 
<r>&tm 0. ooooi~8o aft%)gs^^ans<b 
o2:-rs©AU<. ::©S^itt-0^A-ASOiKio. 

0 1 w g~ 1 omgsa©«eiB-c®fflan5©*w*i/ 

Vi. bT*5!Wte«JW©t9:-^tcfcntf. ::n^S!S 

4$ nfcai«o#:i*iir*v>TMJiia«aT©aB)iaffi§eAt 

[0039] 

[56?^©«i*i *58wc<fcn«. mm.'fv^L'f9-\z 
^*-rs^y D-:j-;i/gi(*c©Sigm sfer/t-Jtc - e 
rbB-2^yi' u~-r%m^-ms'mi^'^nWi\yf:L% 

[0040] 
[004 1] 
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U 

CO ir)A*Lfctha«5«B8a«cSK-BR-3 
ffi##ATCC HTB3 0) 5S«S^^«1tFCS 
C^^-U • T>;w AttS) t^-i/'J > (l 0 
0#(4/ml) Rr;xM/:/h-7'f-» (2 0 0mg/ 
ml) t^Hn^fcRPMI -1 6 4 0ea (B*S!Ma 
i» T?, 2 2 5 cm^ 

5 % C O2 *ffTC«|IUfc:. 10 

[0 0 4 2] ±iaffliia*^aHiia«nci*fibrc«f> smy) 
-ommwit:mK -to^. nmmms om i jctn;^ 

'J"OtSifi2 0 Om 1 77D-YM- 1 OK 

(«iB« : M. h:t7fitl 0 0 0: 
^gifLfcy'f77O---feJl/-^'f:/8 20 0 (75 

«±fS&2 0(&t8 omtlcSiBIUfc. SifiSiJ^v 0. 

2 2 tfm5U5pT7^';P^--caiaU -SO-CTJti^ a> 

[0 0 4 3] 0 $i{^S±yW:/'J H-V©»jgi:-* 

±iB®n?BSSL&SK-BR-3ifflBa<D2 O^gffiJjS^S 

«l©Ba 1 h/c^-7^X (6®i&, B*5^Y- 

fc. -^-CDm. I^«<D|1S*2I1I, 3a^*5#t|^«ICt 
Xmm&^U S!(^J^©7H«tS»CSK-BR-3 

mo 8 0 mjsie^^ffi 2 0 0 u I <£ReifcjiJn«-^u 53 

[0 0 4 4] SiMf^6iaf0 3B^ir. ^fea^Lfc■7'^;^J;r) 

T"r'f;i/X5''f>e0*^ [M i 1 s t e 1 n, C. e 
tal. , Nature, 2 5 6 . 495-497 (1 

9 7 5)] ^^&hti:ffm\:i^-ormfm-^^sK-r(Dm 

RPMI -1 640i§«T3IaI?fe^U mmiZf&^OWl 

[Yelton, D. E. ,et al.,Curr. 40 
Top. Microbiol. I mmu n o 1 . , 8_ 
J.. 1-7 (1 9 7 8) ] t>8fe#L?S:. f^a. J10V^7X 

#SIBi(fflliatt. 1 0 %s^^ttfl:?^^jfa« (c B s : ;\ 
-f i;n->- 73P7h'J-Xttia) ^ta^TcRPUl- 
1 6 4 0«ffl*Tl 0 Omm^^m (::i~->if1± 
m ±Tf3 7'CT, 5%C02 T-Cf&HbTffll^fc. ± 

^Bi9iiiat#si)a«Dtet<&aHjgiatfci 0 : i\zifi^^v 

IC 5 Om 1 ©5'3.-:/rtTSSlb, #5nfc«aBaiB-&4^» 
<£2 0 0 Xg-T?5i>|iajS'L^^, ±«4/"<X';'-;Hf'<2' 
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CO 0 4 5] ^^:3J?'Jx9^^>i'U3-;^4o 0 0 (;>( 

«T rpEGj tll«?i;-r5) 2mlS:JP;t 
T. i4)o<Dtl~2 ^!)-|^A>€r{g1f , 1 5>fc1ttB V. 'A 
V>-C3 7'CIC«iaUfc^)!&iBlfilffi (PCS) 
RPMI - 1 6 4 O^^lml $tj)o< Dt l^>Wfi[*^ 

^^T^^^, i^fWtteu sti^»c2misDnAT25i- 

MttSU SlC|g?at4ml*Sn^T4i)-ra»fiUfc. J*: 
ViT. 3 7'Cfcfigiabfcl 5%FCS. 2 0 0mg/m 
l«5KXM^:/hV-l-v'X 1 OOU/l'^nv'UX 
5 4mg/iy>:J'V-f>'>Kr;iml bf;!''^— h*^ 
t-rSRPMI -1 640 (BtTJin&^^RPMI- 
1 640^«tVi'5) 8ml^2~3^>re*HJTjB^fc 
^, 2 0 0XgT55>M3S't^>fiUfc, ±t»&!R5II^S 
U 3 T-CtftjaUfc^^RPMl - 1 6 4 0«M^ 
Bfliteix 1 0 « <i/ml t^SJc'SfciSaSli: 
fc. ^^cfc. ;:<D®SJ£S9 6'?x;i^yi/-h (n-x^' 

-aS) ©#':7x;KC0. ImlT-^^i-ftU 3 7*0, 

5%cos. 1 o o %ss©-f >+3.-^-^'-rt-e«ii 

Ufc. 2 4^ra^, 5mMk>P+-9->^X 2 0ix\7 
5yyx'J>RlX800w ig^Si^ (7D-- 75J^7 
h'J-Xafi) ^^tyl 0%FCS^Jn^^RPMI - 
1 6 4 0J§» (SkTZLtl^ THAT^flfij tVi'?) O 

o. im\-f::>i^'>:cMzmiaV1t. mk. ±«S2 
BSRt^S 0Bfc-5-n-€^no. lmlT-:3K3IU, IBtL 
ViHAT^ao. Im l-r:3*in;lT«^^Ufc. ^CD 
±IB}SSf«l*2~3Bfc^fcff)aiofc, 2jaKBIC 

nmzhm^m.^\h. 5mMkJp+-y->5^>Rr;8 o o 

M 1 g^Sv'^S-g^tl^^RPM 1-1 6 4 0«^ (JEtT 
2:n<£ FHT^ffij tVi^) ICf^^fc. ^^RP 

M I - 1 6 4 0 ^^xmmmi^tc, 
[0 0 4 6] ±.ummzi:^mum^^^ 10-140 

9 6'>at:;i/yW-h©JSffl«t© l/4£i&«)fc«fJ;0. 
^mm. tUTfflVi:feSK-BR-3 IfflBSOiejiSSIK 

HtbT. »3fi^6g^ (EL I SAfe) irr. «ll±fll 

SttSiU m^t.1S.-otc^:i:)Vii^^n%\Z'^^^1^^ 
(Method in Enzymology, 7 3 , 
3 (19 8 1)) icfcO, A-fl/U H-T©i?n-n> 

- B R - 3 a!8aoK^>Htt«To J; 5 ir UT^K Lfc. 
EP^. 596FCS^llPRPMI -1 64 0SfflTSK- 
BR-3ailiSS«il^, %ofcSK-BR-3«ffllia*U 
>Kili®?S (pH7. 3) [1 0mM'J>KRl/l 5m 
M NaC 1] -Ctt^U 4'C-I?4 0 0Xg-pjgi?4}S 

u msbjtmm^&^mmm (pH7. 4) [2 0mM 

1. 4-tf'<7$^>>'x^'>?5SK-NaOH, ImM 
MgCli&l^SmM KC I] ttJT^— (k (2 OX 
hn-i?) lyTzo aiK©*t-:?:?i-httSai4*C-Cl 5 
0 0XgT?5^)-KS4:.>5^SIL. iffiI)iaO'<Vy h*Xi"J 
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[0 0 4 7] ±|BT|IIKUfcSK-BR-3ifflBa©fflS mM H e p e s S;^tr^»S»}« [1 OmMtTnU > 
(ixio« «© S5 0/i I hUxSeSific (pH K:^^'J'?A (fnitiMISIttS) . i o 0mM:7.y^ti:^-^ 
7. 5) [2 OmMhUXieS&l^SOOmM NaC U 'i'A (K^fll^tt^ , 4mM EDTA. 2mM 
1. &rf TTBSJ 9 eC'iJl'-T-l' PMSF iyji-)V:<'^)V7.)V^=.)l'y)lty'i\^> 
i;D:/l/— h®^'i7x;HC«l^. 4'CT8B#ra'f >+3. i/V^r5*;Hfc®) . 1 % h>X- 1 0 0Rt^4 0 
'^-h-r-SJltKiDn-h bfc, ^l>t?±l2 OuM:t;Whn:?->7>K:J-hU'?A] (pH7. 4) T 
#<>x;P?£0. 0 556';/^->2 0<£^tJTBST3[Hl 4'CJCT mraW^flSS-Sfc. 1 2 0 0 0 X g 

2 O'C-ei^M. TBS1>fc3 0 0 M 1/^^x;K»0. jo CD2 0 0 m 1 ?&c-e r bB-aae^PH'^lt^SKjfc 

1% (w/v) BSA (3->®7^i'>'3>v :^i siS-r5^ryi'n-:J-;pgi#:©-:^x^'J-->'yffl* 

y^->2 0i£-&tiTBST3|5itt#L, ;w:/U H- [00 5 1]® fb&imtfiM,m) 

5 0 M 1 /m 1 •ro$^'>x;ptini;lfc. 2 ot: ±IB®T#fc^feigfit®2 O O m l t-'A7.i7 u-->i^ 

-ri^PBrnBS. •>x;i'*«c^U 3 00 0fflHcS&«iU T#^nfclStti'D->l Ou l tSlI^U 4'C-C3 

Has) s§'>x;ncjn^fc. h<£2 o'C-cm t:, 3mm^ y^zL^—hLrz, si£;^*i2ooo 

imiyfc, 20 (pH7. 4) [5 0mM He pes. 1 OmMtD 

[0 04 8] -t®^. SmgOp-- hD7xr:;WU> U>Kt'h'J»i7A, 1 0 OmM^yftthhU 4m 

(A*'f:t • HlfcS) S-^ty^S^-SHiSOS 0 w M EDTA, 2mM PMSF, 0. 05%h'Jh> 

^^KPS^O. 5M NaOHWS X - 1 0 0Ry:4 0 0 MM:tJl' hn:J-v>K:f h >J 

0 u 1 /'>:?x;usfti^5;:tfcJ:0i?it$-a-&. esbts a] \zx2m^^hit. iS't^^Sio^, tm^^ss O/i 
s-YA/y-iy-N J 2 0 0 0 (-r>^'-^';' Has) io^5x-;w©igffiffitc®«$-&. iio-crs^^ra 

TiW^Ufc. >4^ii.'<-hbfc. -€-bT±l2IIS}S^&kAiJO*}fe 

[0 0 4 9] *^<LT. 7 7 4':rx;i/<t0, ElSi^Stt [Laemml 1. U. K. . Nature, 2 2 7. 
**-rS^:>'i'n-:)-;!/Jt«:S^^-r«A'f:/'J H--7 6 8 0-68 5 (1 9 7 0) ] ICSeoT. 7. 5%:^<'J 

17ift&#fc. ;^n^»-t-n-€n TGFD -OA- p 1 7i"J;i'75 H^^Jl'SrffiV^fcSDS-PAGEtj;?)^)' 
8 5-lJ ~ rcFD-OA-p 1 8 5-1 7j 30 Wbfc, f^. iffiSDS-PAGEC^LfeSDStt 

® ^feiafttP^ofcaomii®^^ > (^^S2 0 0 0 0 0) , :mm& -U'^i; vy^r- 

±E®-C#fc#lltti/D->Jct3#, ±^*t'J>ffi^S If (i^^Ml 1 6 2 5 0) . *X3l^'J5-if «)^9 
tl?£:c-e r bB-2l:fe^]£<gj£^gtfcS*S-&-5gi4 7 4 0 0), BSA (»^ft6 6 2 0 0) RtWTJP:/ 
*«gWrs*^S*\ SJtSfr-5-J*CXi^ U-r;>i^® 5 > (4H^44 2 6 9 9) "C, :^TAW:t • HttS 

[0 0 5 0] WS. *-rSK-BR-3ifflfla®ifflgaS» © ^feStfc|^Lfc/W:/U H-V©i7D-r:>ytfit#: 

:3&j* [Ka suga, G. . et al. , Metho ftSttl^bfc/W:/'; H-^®i'D-->m 96^? 
dsEnzymol.. 1 0 9. 6 0 9-62 1 (1 9 40 x)VfU—h\zm!&^0. 3^@/':7x;^K:^S;SJ:5^Cl& 

8 5) ] ICSe-pT, *-rSK-BR-3ifflBa®lXl 0 5?b&IS##!RftltJ;t>TfT!&ofc. ;:?n-r:> 
' 0 OmmM©^S«ai]eSU>K7'J-^'W:/ i^W^^s^Sitf BJ[t>-pT7S/ h®S^IKiifflBaS 

U>:<;-igffiSe (pH7.'4) [119mM NaC 2 X 1 0« ja/'i7x;Vt&«>J;5fclinAfc. 

1, 5mM KCl, 1. 3mM CaCl2. 1. 2 [ 0 0 5 2 ] ±E^f^®i^*> 3f&l&S;Lit^&SJ*S&B 

mM MgS04, 2 5mM NaHCOs, 5 OmM ti^^U, 3 5 0 m I ®lS«IK&**T5tCfi}fiLfc. 

Hepes (N-2-tHa^'>X5^;l'tr'<75^>- 1 7®A-f :/'J H-V®it'*ie±IBLfe;<t3(CUT#S 
N' -2-X^'>X;V3^>i!, v'i'T^rS^JUaSS) R tlfcA-f :/'J H--7ttG FD-OA- p 1 8 5 - 1 

rjto. 1% (w/v) BSA] Tgfe^tLfc. ;*:fr, ±IE i&L;/t%oTabofc. 

^ PI (18. 5MBq/mU X^- [00 5 3] gA-T :/U H--7®*gSSli5Jc®a0ffift-p 

-f >i'7>H • ^i'WTttS) ^ffl^iT, 3 7'C-C2^ 50 fc. fiP%, 5 0% (w/v) ISfP®fiftS7>*X':7AO 
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^UntJcOttKa-a-. l 4 0mMU>SSIg8ifSK (pH 
8. 0) +(CHjSj»S*, S®JK(D-Sg&77><r:x 

4 0mw}>mi-h')^i.mmm (phs. o) "fiT^ 

1 0 OmMirx>K:J-h'J'>A (pH3. 0) TSfflffi 
fflSICtSoTSHlS-B:> ^tfllK<&»AT^'ttpHlcil!lE 

CO 0 5 4] ±l2T#6nfc*5SWSi*ig^A'rr^'J H 
-■7GFD-OA-P1 8 5-ltt. Ilge^l^lS*'^ 
rCFD-OA-p 1 8 5-lJ 

1 2206^ (PERM P- 1 2 2 0 6) J -eSb*. 

[0055]© ^ji/ a—)-)im#^m±m(DmL 

iffiA-^r/iJ H-VGFD-OA-p 1 8 5 - 
RPMI-1 64 0«ffitT. 5%C02^^TC. 3 
7*CI;:T9 6l^ra««l/. «il?«&3 0 0 0 r pm. 1 

[0 0 5 6]® mmi^cDmt 

±B®'t!%^tirz;\'<-:f^J H-TGPD-OA-p 1 8 
5-lOlx 1 0» m^. l^it>y^}X:^> (rJVHU-y 

i^js-^ufc. 1 o~ 1 4 B^. mmvTcmTK^mLU 

[0 0 5 7] MK*tf©gift:&« gi#:1t»*y h (MO 
PS kit;. /U^ • yy HttK) Sfflt^TfilSU 
T. «IS0i«:GFD-OA-pl8 5-l*#fc. 

[0 0 5 8] ttT. ±ET#e.nfc*^W!a^^®#tt?& 

iafi«!g2tuT^-r. 

[00 59] 

a-:^;i'fii^oiJ-:/^7Xfi, i gGi » 
[0 0 6 0] ® gt^*:]g^l''^;i^ 
HJUJS 1 ©®'^#fcJSS±fgSSI4>^)'Sib» ±fil<£ 1 0 
56FCS*JnRPMI-l 64 0J^?*tT, 3 Tt^T, 

[0 0 6 1] (3> fit«:©*« 

Ufc c - e r b B - 2 jte^Sit^Hageo 5 0 M 
g/C^x^VS^fen-h (4*C, 24W Lfc9 6'> 

x;k5i^UX5'^>v^i7n:/W'-hSr, i%bsa© 
0. 0 lMiJ>K1g6l®?8c (pH7. 2) "P, 4^1 

2 4 i^M. vtc. -e©^. siisify 1 (o®vmz 
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S!) SfflViT, c-e r bB-2ffle^S«jraagefc 

jgii±}»o8x 1 o« 

[0062] 

[##«»Ji] SK-BR-3aiia«c©y— y>:/Dy h 

c-e r bB-2fie^^«. EGFRfie^t©ffi|^tt 
*«75/glBH5iITi!!a5 0af{t?SViJ:i:*^^, EGFR* 

a«ifc58;sr-5t ussHBattT** a- 4 3 1 mf&m 

10 BgfcLT, SK-BR-3j0ia*Jc-e r bB-2Jie 
^*%a-r^A^i:5*^S, gE»©c-e r bB-2mR 

liAw&<Dmu>^. BgaiSRc^iBBBas H;<'r>s-en^ 
[0 0 6 3] z.<r>n.mz^\.^x\t. fc h±feSiiiK«cA 

-431 (ATCC CRL 1 5 5 5, Fabrlca 
nt, R. N. , et al. , Proc. Natl. 
A c a d. S c i . . U. S. A. , 7_4. 5 6 5-5 
6 9 (1 9 7 7) SfflVifc, 
20 [0064] SK-BR-3«tA-43 IMte*. 
%mm 1 ©(D©;^ffifct¥oT«SLfc. U 7'f-)VR 

«. XX=^^e>©:3&^ [S u z u k i, M. , e t a 
1. , Jpn. J. 01 in. Oncol. .17, 1 
57-163 (1 98 7)] \Z^-DX^Ltz. 
[0 0 6 5] :k\zm^m^ : 1 -mmmn : 5 IZ^htz 
5-:30^|fi:fU=f5ti'U'^9^H:/D->^*, SSlDNA 

rf5<i7U':t5'H&HPLC'P«SUT. B«7'0-:/t 
[0 0 6 6] BB?0»^: UCS^-r:t'JrfXi' 1^:4-5" H:/ 

1, :/n-!/2Rt^:/P-:/3tt. c-erbB-2a 

^'i-Mmomfm-^^'iy {2-2 1. 34-52^2 

5 4-2 7 3) (Omm^n- H-rSmRNAS^ill- 

:/n-:/4tt, a^roigajSH^^'f > (6 5 4-6 
40 7 5) ©E^tj^n-H-r-SmRNA^^-rs. ^fc::/ 
n-ystt. Me©«iBaaH;<^"> (1 0 5 5-1 07 
4) ©E5>JSrn-H-r5mRNA?&ig^-r«.. 
[0 0 6 7] t:h/5-7i'9'>inRNA©fgiKtt. 
y^<D:f]^ [Honda, S.,et aI.,Jp 
n. J. Cancer Res., 7 9 . 6 6 7-68 
1 (1 9 8 8)] \Z^'oXfi1S.^1t. ^1t. ^H^SV- 
*-tUT^fff!iA^S©U3j^y-ARNA (2 8Stl 

[0 0 6 8] SK-BR-3ifflSI;:*5V»T, aBflS^I-H;* 
50 -f^lc— af-Sc -e r bB-2mRNA©getA'f 
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r bB-2mRNA©gatA'f:/>J^'-<Xf ^:/n— R-aaiflSt, A- 4 3 1 ajffiitSr, «ffi-CSlMbfc 

fcfc'— P 5 . 0 k b p (O^^rn^^ XTA'> 1^ ^, # U □-:)-;l'jK#:«:f^^L'fc. BP^, 3 0 BEOB 

*i*ftai$tlfc. A- 4 3 IfflBSIC^feViTlS, ftdlB^ifrT? a 1 b/c«TC7XS5-30i^;i— :/t^^»t, iKT©«l 

ttiKanf^ftA^ofc. i3-7i'5^>mRNA©fc«)C7' g*®31sl. KEftfe-^UffeSUfc. if)l--/l 

a—'f^mMhtcmU. 5-T5'5^>mRNA(r— g:f tttF C S©i^©2 0 0 At 1 (n = 3) S^, ff)V~--f2 
*A->H*t«^ai$nfc. lin;^T. WBS^I-H^'f iO »rtt2 0fglCj8«iUfcRPM 1-1 6 4 0^tfl©2 0 0 

■r-Sc-e r bB-2mRNA®Seic;W:/U^'''fX W 1 (n = 5) &. i^;W-:?'3tttJfiltf7U-RPMI 

•r5:/a-:/oNftt. t:/D-:/ 2 tSM© - 1 6 4 o«flfi*t^^n5i o« <iosK-BR-3 

iK»*^#e.nfc. jgfC, :/D-:/5©^-X{Ci5V>T Iffl^ (n = 6) i^;P-:/4fcttSK-BR-3«iE 

tt. ffl8aSH;t-<>t-g:t''5c-e rbB-2mRN ICitJTiaSi5nfc2 0fgS*|^a©2 0 0 At 1 (n = 

A©gejCA'f :^Uy-1'X-r-5fcOti> 5. Okbp© 11) *fci/;l'-:/5tttA-4 3 nfflHaJckDSl 

^J-?^-!J--YX*fct3-r>©A>H©**t<j^ffl$nfc. JilB ©Snfc2 0fg«te^»©2 0 OAt I (n = 5) S» 

ie»<tD. SK-BR-3M^tt, ?ge>*>;rc-e r b tl-^niS-^bfc. ^4I5|aofi#tt^©J;5(rl/Tff35: 

B-2mRNASe£%S-r-5fe®-Ca&^^:t*^J5. ofc. EP^, y;!/-:/ 1 tttF C S©^!^© 2 0 0 At 1 
[0 0 6 9] if)V--f2\Z\i^0mzW&hTcRVUl-\^A 

3 ] \^-^fc%mmu^ 20 o sa© 2 0 0 ai 1 i'Ji'- 3 7 u -© r 

^^^^^tyi^D-t^-JPSi^cW^aSr^g^AMC-r^fcJejlC PMI-1 640tlift«p{C-g-*nS10« ia©SK-B 

c-e r bB-2ga^EGFge£Kli-r-55J^Ui?n R-SifflSaS. i^;|/-:/4fcttSK-BR- 3!fflKK:j; 

a—)-)mw^m^rzfi.miic.f^u.m oxissstifc s 0 i^mmmmo 2 0 0 aa 1 ^rcif 

*v £4T©aofT-*ofc. ;u-y5tcttA-4 3 liffltecioisssnfcs o^s 

[0 0 7 0] tS^tbTtt, c-e r bB-23tfeT]S tg««© 2 0 0 aa 1 -etl^^nS^bfe. 30©^, 

!|S>©C*«Sfi?i)- (C*j®l 4T5/KBBa?iJ: 1 242- V>:;X*^6.^fcJfa^£c - e r b B- 2JteT-S#ItE 

1 2 5 5) ^^^•r-5r>-y-=?3j^Ui'a-:?-;Hn:^tbT GFRtjl*-r^Jift©#ffi©?I^Sff:/i'3rc»©ffe!Sit 

pAbl(T4 8 8 1) (h'J h>- A*'f:t-y-'fX>X flS^&fcftbfc. ^fegitf^SlStll^t^illtt, SliSfi^l 

|fcS» c-e r bB-2Jge^gtlSe©=^^:)— 1i ©@©*^ICC£oT, *itStttgiib&SK-BR-3aj 
H;*^-^ (75yKffi?iJ : 8 6 6- 8 8 0) ^igia-T-S ^ JKi:A- 4 3 limte7!i^e.©m^ft?RXtt^Sbfc«te 

»>-9^^4?U!5'D-:J-Jl/eift:tLTAb- 1 (:t>3v- &4'C-l?3^W©Wa- 1 0 u 1 ©#'J i'D-:^;^^^:#t 

>.-t}-'fX>7>aS) S&c-e rbB-2ae? t /i^ D-:J-;i^$i^XttNMS OE^Vi^XifilS : n o 
M«jge©iMl^K^-f ^SgSia-r^'T'JrX^/i'n- rma 1 mouse s e r um) t^lC-f >+3l'^ 

t bT S V 2 - 6 1 T ttSO -e - h bfc^fc#a©5aa* bT^fcgim&frJSofc. 

n-enffiffl bfc. :i©©ift:tt i g g i ©-y-:/!?' ^xsw [0073] ^feiKtfcf^R^s©!^:^*® 1 mRxsm 2 

T-5fc©T*D, 6)©:*rS [M a s u k o, 

T. , e t a 1. , J pn. J. Cane e r Re [0 0 7 4] ® 1 E^J, AttSK-BR- 3ifflaa©4^« 

s. , 8_0. 1 0-14 (1 9 8 9) ] JCiOf^JEK^n gli^*^?)©. B\tA- 4 3 im^<D^m^ifi^<D. 

tchO-Vh^. EGFR©ifflBa^h*pt-f >©giM n^n(Of^WX.W^^t)\y. V-ya\i.i!^^)i;u-i-)V 

[Green. M. R. . e t al. . J. I 40 ^^Ah-l^. V-yh\tit^^)^U—y)VW^v>l^h 
nvest. Dermatol. , 8_5. 239-24 1<£, V— >c ttt / n— :J-;i^tt#S V 2 - 6 1 r 
5 (1 9 8 5)] •SfiEGFR^/i'D-:?-;!/ . Sr, W->da*%W*y i^n-:J-;i'Jt^|cGFD-OA 

jS:(*:tbT, RPN5 13 (T-^S/^AttSS) ^ffifflb -pi 8 5-1*. ^->ettEGFRfc^TSty 

fc. C©!a«i:tt^fe^tbTA-4 3 lifflBa*hU:/>' n-:J-Jl^jK(^RPN 5 1 3 Sfcl/->f»NMS 

>i!iabfct>©Tff^^$nTfeD, igG2 . (Dmm.^ -tn-^n^^-r, a©A{c^itsM&o=ABJ 

^r-rs%©-e*«. ±iB&!n;ft«v>Tn'&S!iB.i(asfc «, sK-BR-saiBa^^ti*^^©' ^ p-c^^bt 

(J^oTffifflbfc. c-e r bB-2a^jgife©^fe^ttje**b. 0©B 

[0 0 7 1] miim<r>Tc^(D9tm^M<D^^tiW.W^^ }c:felt^llfe»?$^e]tt> A-4 3 1 ifflj^^^^fed^ ^ © 

;>:©aO^Sfibfc. IP-^X ^|]6S091©(3)tra«©*fe'C ' PT?g^bfcEGFRjie^S'^©ffefta®«^ 
SK-BR-3ifflBatA-4 3 lifflte©aafla^i-»!K)*© 50 -r. S0»Ci3lj-2)S^»±i)-^ft-7-*-©5>?^l:*«t) 



—632— 




(U) 



4$ra¥7-5 9 5 8 8 

20 



H*^i)'^Sl 8 5 0 0 0<Di)-i^a-y-'f XT&t), * 2 P 



[0 07 6] fiP^. SK-BR-SMte©' ^ P^liO TgiSJ^tlfc c - e r b B - 2JieTt LT?IKSn 

1fF/-f >t*;W3t?*'>*«Sgia-r ;t. |g«6©A->H*^etc-e r bB-2jte^S«3=e/ 

;53jt U o-:J-;i.Si{^i: c-erbB-2 ^ n-:J-;W$i#:T^6a«:«$nfc. (0O A® a 

aBje^Hp^'f ><&i^-rs*yi'n-:>-;PJa#:RrX*^ #fiS) . SK-BR-3«Hll&lCj;oTi!l8S$nfc«ffi« 

??©^/i7n-:?-;Ptt«cGFD-OA-p 1 8 5- Hi SjKlcJ;•^^feSESnfc W-:/4) 1 

t"blC»?S1 850 00St>Oc-erbB-2jte 0#e>nfcttJfllittt, c -e r bB-2ige^^!»tL/ 

;l-f >*i8S|-r-5ttEGFR$i:^tt, NMSi:±<rai; A-4 3 IWIS©' » Pg®©ie«Ttt. A-4 3 1iW 

>e~w->f#M) , sfc, A-4 3i«ia®« ^ p ;i^-:/5) *^^#e.nfc$ijiiiffl*>6o"bo». ^^mi 

mM(D^^X}t, c-erbB-2 m&T-Mmz-m-r 7 0 0 0 0 <£Jt:PA'> H <£S«)5$i*ic€%S31t?S: (0 

•5'J>Kft;A>Htt, c-e TbB-2m&^mmzS!i ©B©W--> 1 ~l/->n#fi8) . C©/t>H«EGF 

•rSgi^*:-etti|^ta$n;^)5>ofc (0©B©U'->a~^ R£SM|-r^giEGFR^:yi'D-±;i'^ft:tSl&Lfc 

->d^m) . Vlfi'h. 1 7 0 0 0 0O»^a^&^O>J U>K'fbEGFRtI^i;fi!:@lC§JJ&enfc (EJOBWI^ 

>Kfl:U:tEGFRtt. ©tEGFRtt«cfc±o^fegEttS ->b#^) . j:©i^;i/-:/J; o^^nfcjfiiffl 

Ufc (S©B©l/'->e#fia) . i^TS2 0 0 0 0S«ft3;'?>H<£t>f6lffitt«S« 

[0 0 7 7] ^2@tf> A«SK-BR-3ifflSa©»^ 20 tc. C:©n> H©#IS«*fc*t)A^oTl»^Vi. S 

mmifi^<D. B«A-4 3 liffl8a©^i'g?S'^*^6CD. ^ K-BR-3ifflJSa:SK-BR-3lrJ;0il^Sn&S 

n-etl©^6l$a:l^«St)U W->att*yi7a-:J-;i' telSII^-C^6SU;t2o©5i?Ui'D-:J-;UJri«:©l 7 0 

ft*J:SV2-6 1 l^->btt^y5'D-:J-;l'tn:ft: 0 0 0©i)-^-y-^X£^t3/'«>H«^HUC.kD c -e r b 

RPN5 13i&, ^->cttNMS?£, U->dttFC B - 2ae^*mGF Rae^t-gS^WTS^ig^^ 

SCioT^6g$nfcjEn;jfil«*, W->ettSffiSnfc oit*t«S^^nfc (0©B©W->f tU—^i^ 

RPM I - 1 6 4 0^«ICj;-pT^feS^^nfc*ilfiim*, B8) . 

i'->f ~i/'->h«-tn^nsK-BR-3ffl«afcct [o o s i] oms^iit^sjsjt'cseg^t^a 

nsK-BR-3ttiiiatioTiiiijsnfc2 o(&?gie« (E>- i saiiajs^igjo' ^ vwm 

S}g?ICj;D^tlgE$nfcglJfiim*> l/->l~V->nH 5(7 «Bte©)^ii©WBtSK-BR-3ijfflJlStA-4 3 liffl 

■en'^nA-4 3 lfflBafC<toTPK$nfc2 Ofg«aS )E>£1 x l 0« IB/S 5mmJl©SSfcJS#. U>S7 

««a?fC j; D ^^Snfc$iA«* ^fc-r. U-©RPMI-1640 e^Tf 3 HifflflaSft^^, 3 

[0 0 7 8] t^tz. H©AIC*tt5MJ&D=AWJSK 7'Ct?12, 2 4X1^4 8I^M©m, SSfiFCSS'&t? 

-BR-3aBIKiH»i^*^e>©' ^ PTSiS^bfcc-er 1 m 1 ©U nac^-f-i^Jl/Olg^l (pH 

hB-2m^mm<Dfmim.^m\y. m(OB\z^\fi, 7. 4) (B*s^aia) +c*v>t» ^ pi (is. 

l|feD5^93»A-4 3 Itm^ma^^O)^ ^ P-CSI^ SMBq/mU -r-T ^^^a.'^;- h Ufc. iM)®tt4'C7? 

l/fcEGFRa^«4!i©^feStfc«*S^-r. ifcSc^li -I^M©lffl. lliS«^l©®TfP*Snfc^»ig8lr«©l 

iH^V-*-©iH=^^«t)t-. mlT^fi^^bL-fco (1ml) t>Sfcft*fc. 

[0 0 7 9] ^^i(.x>'^<nz.hm\^, w^mwiiii^msi^(n'^micim 1 2 0 0 0 x g-r 1 0 
[0 0 8 01 sK-BR-3aiBa©» ^ psss© 40 5j-[giS't^»«ibTiss5*L>t. -euTSBie^WjSRtxsii 

NMS, FCS©iii-iS-^bS:V'i77ij!i^^^e, i«©2 0 0 w 1 *^fe:aefcK®;fc*fcfiM«J4t Ufc. 

nfcstjfim. RPM I - 1 6 4 o«^T?$&asnfcgiii [0 0 8 2] (3>- 2«^«piatigs«tseic^-r* 

ft, Rt;A-4 3 iaBiiatj;t3Tiiii$nfcffli8i&«?« * s] e^xT^-r^m 

i D ft«snfctaJiii««, *tffitt*tg«> ^n;5:*>o iilBa©^SI©W 0trSK-BR-3ifflliatA-4 3iaa 

it (gI©A©l'->c, d. eRt/l~n#M). S Ba<£3 X 1 0 « iB/6 OmmJl©SSKS^. 

. fc. EGFRtM•r^.*/^'a-:^;^e^«^t>l^«^cstt xx'f >tFcs;£^s;av»;t?^:t^>7U-©RPM 

•^Th-^UiS^-otz (0©A®^->b#m) . SK-BR 1 -1 6 4 0 3 Hft^^. H^HJatTT'ki' 

-Sai)^ (^;U-y3) <&iS-^Lifc6l!6®V>X*^^# it'^— >3 >f o ' tlCjcOi^ltfc, HE-tT-^n^.^ 3 

^ntKlfilSft. » PTgiS6UfcSK-BR-3iBite 7'CT2 0Rt;48^W (SK-BR-3jfflB) ®ra. 

®a5K^^'«!^*^&®^<®'J>Kfl:ses:^feg^t«^■lt• xai s^m (A-43 lai^ ®ia. 1. 5mi®i 
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XFCS»lni>';^T-'f >7'J-RPM1 - 1 6 4 O^ifi 
tic [» « S] ->Xx-f > (3. 7MBq/inl -.-a. 

(1. 5ml) h^kmrco mm^mwitmm 

SE't'O^T^Sft;!^* 12000XgT?l of^mM'b^mv 
TK?* l/fc. UTia88aS«P}KRt/JSSIi«® 7 0 0 M 1 

[0 0 8 3] <3>-3^mSi^t<D^imRf^ 
±E®- 1 RU®- 2-Cf^J$bfcMlt14Siaix^c:SK- 
BR-3aiiatA-4 3 lOTteA^e.©aBJ^^»JKi:^il 

[0 0 8 41 -eWigS^ ' ' PT^iaUfcSK-BR- 

H) tl^i^fc, GFD-OA-p 1 8 5 - 1 2 FT 
g^UfcEGFR^in:EGFRtt#:i:^<i^D<, Mfla 

^^a^-r-Sfiic - e r b B - 2»e^^^#lt/i#:t±oT 

-BR-3aiHatA-4 3 nfflflatcj;oTisssnfc^ 

40(Deic-e r bB-2jtgm'aJa#:t 1 
•^©StE G F Rtfi«i:T?^feiKit®-r5#SWA'> KttS* 

[0 0 8 51 ^icfc * s] v'X'T'f >^i3i^bfcaiflas 

[0 0 8 61 S30*. AJ4SK-BR-3aBja©)fflfla 
^n^m^^<D. *fcBttSK-BR-3«aBa®««JS56> 
•en-enwfegEtCHf^SfcU^ W->attNMS 
^->btt:j?Ui'a-:J-;UJ5i*^Ab-l*, 
ctt4*Ui^n-:J-;Utt*^pAb IS, V— ^dtt^/i' 
n-i-}Vm^SV 2 - 6 1 T l^— > e y 
i7a—)-)V^^GFD-OA-p 1 8 5 - ^tve 

ti^-r. &0Mz^n^mfyr)^nmt. sk- 
BR-siBenaiHSW^e© [* * s] ->xx'f>TgiS6 

bfcc - e r b B - 2ae^]S<fe©^6;8Ea:«£3^b, 0 
®Bfc:fclt2>afe€=AB)tt, SK-BR-3WI®oai 

[0 0 8 7] sj S'XT-'f >s^„^n 

Tl5SSK-BR-3ifflKfc:feViT, 4r>®S)S:^$ic 
- e r b B - 2 ji^ji!gilgi{^*^Sa^)-«l1^S+©iH^ 
1 8 5 0 0 0©A>H*[^^bfc (0OA©V->b~ 

;N*>FAmMSlCj;oTl^ffi3nfc (H©A©V'->a 
#M) . NMStt [» « S] >'egiSUfcc- 
e r bB-2fie^Si^T?a&^IltS:^bTV>SA*>H 
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[» * S] ->Xx-f>gillSK-B 
R-3ffllliatJ;^TiSSUfc«S?at*tteibfct€. + 
:J— b? K >t -f iJ)V-i^^iy)Vmm^^^^-r^ c - 
e r b B - 2 jge^gi^C^t-r -5 2 OO:^? U ^ n— 
ta#tt. NMS (S©B©W->a) tlt^hTct^, 

&Si^-r-5Sic-e r bB-25Sei'S«Ityi'n-:i- 
;U0i(*:S V 2 - 6 1 r t*^?^©^:/ n~:h;i'jK#:G 
FD-OA-p 1 8 5-ltt. *.t-€-l 1 0 0 0 0©5> 

U->dtU->e^m . ;:©ie*ttc-e r bB- 

2 aeTgtiMasaR*^ s k - b r - 3 ifflnair <t o t 

[0 0 8 8] (3)-4^afii#:tSK-BR-3iBa8ai:A 
-4 3 iaBBaCioTP!SL&««?«*© ' S] 
Xx-f >^illS»SSHT Hr:/^-H»Se#ffiTT?©f6 

A-4 3 liaeiatC<toTg^b)tEGFRMaMei:i: 

©ii-^*itg^r^fc«)fc, [» ^ s] v'XT^-f >-cgi^ 

L-fcSK-BR-3i:A-4 3 181E£5%4?U75"J 
^PT 5 Hy;i'Sffl V^fc S D S - P A G E J; 0 ^}-*f Ufc. 

[0 0 8 9] ^©i^m*. S4Ht^r. 

[0 0 9 0] ^40*. A«SK-BR-3iffl)®«, * 
fcB«A-4 3 ia81!aiCj:oTi8Sitfc««jR*© [ 

' s] zy7.T-( >m^^^mj-i-±-f^-mms^n 
T©^&sa:i^©:s«^&^-r. m^. i/->A©a{iNM 

S t)fflBa^J-(Stl0KJS&, W->A©Btt*^B^©c- 
e r bB-2jte^S!fe^/i'D-:J-)Hn:(*:GFD-0 
A- p 1 8 5 - 1 tifflE4i-«f«»©E«i&. k->A©c 
ttNMSt«||?«©5^5'£, l/'->A©d«*5§Wt/ 
irD-:J-JVtt#:G FD-OA-p 1 85-1 t^Htft© 
-en^n^-r. *fc^->B©atiJn:EGFR 
tyi7a-:J-;i/R#a:8IEi^^&©S)£:^&, V->B® 
b ttSiE G F R^y i7 a—)-)l'm.»t(D]^^m<DS.fS.^ 

-en-^n^-r. jetaoACisttsiifeOHftWttc- 

e r b B - 2 tJlS^ eSttHft BJtt c - e r b 

B-2jfie^^l!jHiiSeR*^b. 0©BC*lt«ll 
&r)5^8IttEGFR=£, I^SJ&^^WiEGFRHiig 
6S*S^-r. fSi, ^EI©&¥tt5H^Sv-;«j-©5H^S 

[0 0 9 1] ±E0<fcO, [' 5 s] v-XT^-Ottt) 
C S K - B R - 3 «il®©fi^Ffl«SlT G F D - O A - p 
18 5-1 •CffeSttiS-rs/'t^ Htt, J; 0 U 

(0©A©U->'d#8a) . 5%m7i^^})l7S. 
HyjVSDS-PAGElCfcoT, igil^>©i^^«>iA* 

>H^J-Tft©:'c^s*ti looooift-sttt^^nfc. 

c:©^H^*n ioooo©g6Spi 

1 0 i:#«bfc. 
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[0 0 9 2] aiSa^i-»+Oc-e r bB-2jie?^OA 

- e r b B - 2®e?St5l®8i]E^1- >*^iaT-5 
gfJOft c-erbB-2 / n-:)-JVJt#: 

-e*5SV2-6 1 TS^fct#t>HilJilfe«*«^e. 
nfc. ^=i-WfiA 2 0 0 0 SfeTPA'^ e. 

n (0OAOD^->d#^ , -ennNMsiri-DTfe 

:Kttt^?nfc (^3 0(DAiBOW->a#fig) , W 

YiiM.1S.hfc. A-4 3 lMBafcJ;2)Kiii^«Ttt, 
^Sl 1 5 0 0 Oro-y-'fXSJttJEGFRHageR*^ 

«^iasnfc (0®B©v->b#ffi) . 

[0 0 9 3] 

[iiis«sj4] c - e r h^-2m^=fmm^%n-r^% 

ifflaa^tCMf ^GFD-OA-p 1 8 5-l©2&* 
SK-BR-3ifflBat!|ct, A-549ifflfla*lc. PC-9 

«ffliiai*s.t;Lu-6 5iifflii&**&fflViT, *i6M^yi7n a? 

-:>-;Vtt:(*^GFD-OA-p 1 8 5 - 1 ©IfflBS^S^gl* 

[0 0 9 4] ±iaA-5 4 9ifflKtt (t hSSffi^^^fe : 
ATCC CCL185, [G i a r d. D. J. . e 
t al., J. Nat. Cancer Inst., 

5 1 . 1 4 1 7- 1 4 2 3 (1 9 7 3) ] ) tPC- 9 

mmifik (t vmmmuw : ek i n j o. m. , ok 

a, K. . et al. , Br. J. Cancer, 3_ 
9., 1 5-2 3 (1 9 7 9) ] ) tt, c-e r bB-2 
3ie^*i5S:KUTteO, *&Lu-6 5ifflSa«c (fchSe 30 
WSSi^W : [Y ama d a. T. , e t a 1 . , J p 
n. J. Cancer, Res. . 7 6 , 9 6 7-9 9 

6 (1 9 8 5)] tt. n'&&i-<r>^m<Dis.\>^:Lhifim^ 

[0 0 9 5] ±fa4aS©aitettS5%FCS£atrR 
PMI -1 6 4 0^M«P©2 4'>x;l'::/^-h«t'ICMt^ 
fc. SK-BR-3ffl]^tLu-6 5iffl8att4. 5X1 
0* {a/'>x;P©gaC, *fcA-5 4 9lffl)BtPC- 

9 mil X 1 OS ©/'>x;i/©iSmfc!^^J;5ISA# 

Ji(t:GFD-OA-p 1 8 5-l©l 0 0 ugSgi^S 

ar*u 0 OMgsa/mi t;fa:sj;5cini^. 24, 4 

8 Rr; 7 2 ^W©M'f >=^^a.'^- h bfco 

>'ha-;vtLT, ^/i^n-:J-;vSi^*:©l&f?©ifc«)tc 
«fflU^£:lg«ac. ^Vitt^/i'a-:h;Ptt^^©A^TVi 

4. 4 8sr;7 2^w©M'f ^^^i'^-hbit. ■en'^ 
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[0 0 9 6] ^■©lg«*^5 0(C^T. 

(1) tt*f29g©*/i'n-:^-;V5i«:GFD-OA-p 

18 5-1 ©^asiffliia«5»rw-r5iHB)ia&s, ««i 

(2) \tuyYu-)v<ommm:m>t. ^rz. mmt 

[0 0 9 71 KHiO, :^^m<D^y i7 a— )-)l'^^G 
FD-OA-p 1 8 5-lB. c-erbB-2iie^ 

«t)*%s-r « s K - B R - 3 t A - 5 4 9 eisa© 
■i>\£hax<Dmm^^M\zmmvrc. c-er 
bB-2 itfii^SiKisi^ i; < 56a-r5 p c - 9 sBsa©^ 

nfc*«^S£T?tt;'i*^ofc. Ud^L^a:*^?., c-erbB 
- 2 aei=^26'gj?&5!^U;5:ViL u - 6 5 lffl8a©^Sli* 

[0 0 9 8] ±Efe«±«3. c-e r bB-2aei^g 

ft:GFD-OA-p 1 8 5- 1«. >tf HnlCi5lt-5 

[0 0 9 9] 

[^«3I5] ^feSifiifgl^^^ft 
*^W©*yi'n-:J-;i'ia#:GFD-OA-p 1 8 5- 
l©-f >thP!|#S14©)£fi©&*tc. 

[0 10 0] Bp-^> (^ctt) A^e.#:feM«ffl«S 

s 1 0 % g Ufc^> Bs^ifiSi© s ^ n > 

©85^)-*/t7 7^>'aabfc^, M77>f >«JM-i£fP^ 
bfc. ABC^6!g^JV:t=^^->5'-ifj£tt, ^^SSfi^ffi 
fflbfc. «StiE^ifflliSI©iJ->:/)HJ*5gM©^/i^o 
— :^;^tn:^|i:GFD-OA-p 1 8 5 - 1©2 0 gse 

-:J-;Wta«^©f^t>D fc#^&Sjiiiffl©U->:/;V©ffifflJci 

[0 10 1] •t©ie«S, afiSl#©BJSffi«St*5B?^ 
©St C-erbB-2 ®e^^4«J* / D-:h;i.^«:G 
FD-OA-p 18 5-1 LCO^'^Ki^Vfc^^^tL 

[0 10 2] Mg|.tO, a«51Sjiifl«l<t*58W©^/i' 
n-:^;i.Si#©je^ttttKttJfefetLT5tig^nfc. 
[0 10 3] iE^iaiSttffefi'^^V^^^^v' 
^— tiieiKi5iiT*S§??©^ / a-:J-;i/Si#:G F D 
-OA-P185-1 ICiK^L;^34^ofc. HIC, i^fb& 
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(14) 



7-59588 



25 



CO 1 0 4] mmn: 1 

EJ!I©S$ : 6 0 



SM<D^ : 

: d oma i n 
SfiEftg: 1-6 0 
^^^hTc^& : E 

mm: 

CGCGGCTCCG GGGGGCAAGA GGG 
CGAGGAG GAGCCCCCAG CGGCAC 
AAGG CCGCCAGCTC 60 

[0 10 5] mmm^: 2 
mn<D&^ : 5 7 



10 



mm 

%<Dim. ^^DNA 



#l5£S-rf3#: doma 1 n 

mtm. : 1 - 5 7 

#ISS9l5tbfc:&j* : E 



20 



GCCCTGGTAG AGGTGGCGGA GCA 
TGTCCAG GTGGGTCTCG GGACTG 
GCAG GGAGCCG 57 
[0 10 6] E5IJ#^: 3 30 
iB5IJ®Sa : 6 0 

«a®s : 

1«SSa-n2^: doma i n 
mEilLm : 1 - 6 0 

mk^^Mhtz:^m : E 

mm: ^ 

GGTGACCAGG GCTGGGCAGT GCA 
GCTCACA GATGCCACTG TGGTTG 
AAGT GGAGGCAGGC 6 0 

[0 10 7] mmmn: 4 

E^J®g3 : 6 6 

mm<Dm : mt 
m<D^ : -*m 



26 

^^DNA 



mm<j)mm : ^o^i^ 

!^*^-rE^: doma I n 
^ffiffiB : 1 - 6 6 

: E 

m\: 

GATGAGGATC CCAAAGACCA CCC 
CCAAGAC CACGACCAGC AGAATG 
CCAA CCACCGCAGA 6 0GATGAT6 
6 

[0 10 8] Wm^: 5 
E5U©gS : 6 0 

mm<om : im. 
m.<DWL : -*m 

mmnf^Wi 

4#m&g-rffi^: doma in 
#ftfi[fi: 1-6 0 

mm: 

TGGAGACCTG GGGGCCTCCT CTT 
CAGAGGG CTCCAGCCCT AGTGTC 
AGGT CCCCACCGCC 60 

S D S - P AGE©^T?*-5o 

[0 2] jgt6^3<D(2)Kt3£Viffiiit)nfc, 3}?Ui?p-:?- 

f^t)-5 S D S - P AGE0^3CPJ5-5, 
[03] ^ig«^3©<3>-3KtEVifT^i*3tl&, i'Xx-l' 

RlS®ife*S^-r0fflKf^fc-5 SDS-PAGE 

[04] Slig0g3O(3)-4fcfiei'iff:^t)nfc. 
tSK-BR-3iffliatA-4 3 iMjetioTiliSL 

D S - P A G E S . 

[0 5] %mmA\zm^nfs.t>nit. c-erbB-2 

[06] HJS^qsfcSEV^ ^SgWCit^o-f >lfhni|$S 
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